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AMENDMENTS TO THE CLAIMS: 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Idaims 1-15 (Cancelled). 

16. (Previously Presented) An isolated nucleic acid comprising a nucleotide 
sequence encoding the effector domain of the binding molecule as claimed in claim 32, wherein 
said nucleic acid is DNA. 

17. (Previously Presented) An isolated nucleic acid comprising a nucleotide 
sequence encoding the binding molecule as claimed in claim 32, wherein said nucleic acid is 
DNA. 

18. (Previously Presented) The nucleic acid as clawned in claim 16 which is a 
replicable vector. 

19. (Previously Presented) The nucleic acid as claimed in claim 18 wherein the 
nucleotide sequence is operably linked to a promoter. 

20. (Previously Presented) A host cell comprising or transformed with the vector a 
claim 19. 
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21 . (Previously Presented) A process for producing a binding molecule which is a 
recombinant polypeptide comprising: 

(i) a binding domain capable of binding a target molecule, which binding domain is the binding 
site of an antibody, and 

(ii) an effector domain having an amino acid sequence homologous to a constant domain of a 
human immunoglobulin heavy chain; 

wherein the binding molecule is capable of binding the target molecule without triggering 
significant complement dependent lysis, or cell mediated destruction of the target, and the 
effector domain is capable of specifically binding FcyRlIb and optionally FcRn, 

and wherein the effector domain comprises a chimeric C H 2 domain which is derived from 
two or more human immunoglobulin heavy chain C H 2 domains, which human immunoglobulins 
are selected from IgGl , IgG2 and IgG4, 

and wherein the effector domain has a reduced affinity for FcyRI, FcyRlIa and FcyRUI 
and a reduced ability to mediate complement lysis by comparison with said 
constant domain of a human immunoglobulin heavy chain; 

the process comprising the step of modifying a nucleotide sequence encoding a first 
human mimunoglobulin heavy chain C H 2 domain such that 2, 3 or 4 arnino acids in at least 1 
region of the C H 2 domain correspond to the amino acids from a second human irnmunoglobulin 

heavy chain Qa2 domain, 

wherein said modification introduces the following blocks of amino acids at the stated 
positions: 233P, 234V, 235A, 236G, 327G, 330S and 331S numbered with respect to the EU 
numbering system of Kabat 
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and wherein in said chimeric C H 2 domain is at least 98% identical to a C H 2 sequence 
(residues 231-340) from human IgGl or IgG4 having said modified amino acids. 

22. (Previously Presented) The process as claimed in claim 2 1 wherein 2 amino 
acids in 1 region of the C H 2 domain are modified to the corresponding amino acids from the 
second human immunoglobulin heavy chain Ch2 domain. 

•23. (Currently Amended) A method of binding a target molecule, which tarRej; 
molecule is enable of being bound bv s a id binding molecule of claim 32, said , method 
comprising contacting said target molecule with a the binding molecule of claim 32 under 
conditions that allowing allow binding. 

24. (Currently Amended) The method of claim 23 wherein the effector domain of 
C3 iH hiding mole n.i* of claim 32 binds target mo le cul e io FcyRlIb, which binding causes 
inhibition of one or more of: B cell activation; mast cell degranulauon; and phagocytosis. 

25. (Currently Amended) The method of claim 24 23 to prevent, inhibit, or 
otherwise interfere with the binding of a second binding molecule to the target molecule. 

26. (Previously Presented) The method of claim 25 wherein the second binding 
molecule is an antibody. 
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27. (Currently Amended) The method of claim 35 23 wherein the target molecule is 
selected from: the RhD antigen of red blood cells; anHPA alloantigen of platelets; a neutrophil 
antigen; aT-cell receptor, mtegrin; GBM collagen; Der PI; HPA-la; VAP-1; laminin; lutheran; 
platelet glycoprotein VI; platelet glycoprotein la/Ha. 

28. (Currently Amended) A The method of claim 34 23 for the treatment of a patient: 
i} for a disorder selected from % FT^"P listing of: Graft vo hoot digcaoo; host 

»b flraft diocaoo; uij^i u i fflmplrot r e jection; bono mon u w transplant rej r m i iun; autonnimwrity 
wch ao vooculitio. uutoimmuno hne u iolytio anaemia, autoimmune tbrombooytoponia and 

aiUuiti;; mnim u lty ff 1 «<"™™^ rfflmi n uiunn thrombo^ L opcnia; aothmn an d 

ull u £ y, obx-onic oi u uu U, lufli munitfo iy uLombo o uc h m f W* m« T, Q»nrtpnrtmi»r, ^nlrl e 
ooll anaemia, coronary artory ocolusio g 

« > Graft-vs-h ™* h OS t-vo-r>ft °™ transplant rejection, bone- 

t^nsnlant ^ ■ntnimmm^ vasculitis, arthrife mrl asthma , wherein the target 

molecule « « T-cell receptor: 

ii > for a dtoanW r 1 "** 1 *" m "™ p consisting of ^oimm^e haemolytic 
g .H .ntoimmune th rornhocYtopenia, wh r rH n the mm rn r,1mn> is sdeoted from the 

, ...I | mi 1 Mlirhrn- 'r* the KeU fKH antiget^ 

v l*t^t fyiY^ protein G ^TIh/ma. and OPIb/IX/V; 

ffl) ^^1/nrnnatal ,iminmVnnE thtornb oc y tor^ia, wherein the target molecule js 

Wn m platelet ar*"™ ™P AVI a or platelet plycoprotein Ufa,; 

iv ) for uuf* «lW»v. wh erein the Wftf molecu le ii Por PI protein of the house 
rinst mite Derr"^oph ap oides rrteronyssimis; 
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v> for Chrohn's. wherein the targrt molecule is VAP-1 ; 

vft for HPN. wherein the t^ r pet molecul e is selected from the group consisting of red 
blood cell Rhesus antigens D.C.cE and e. and t he Kell (Kl) antigen; 

vii> for Goodpastures. wherein the target molec ule is non-collagenoua (NCI) domain 
of «3QV) collagen; 

viii) for siclde cell anaemia, wherein the target molecule is selected f rom the group 
consisting of: thrombospondin, lamitiin an dlutheran; or 

ix*> for coronary arterv occlusion, wherein the target mo lecule is selected from live 
group consisting of intern-in mBi (platelet glycop rotein la/Da) and non-integrin platelet 
plvcnnrotein VI. 

29. (Previously Presented) The method of claim 23 wherein the binding molecule is 
administered to a patient, or optionally in cases where the patient is an unborn infant, to the 
mother of the patient 

Claim 30 (Canceled). 

3 1 . (Withdrawn) An oligonucleotide selected from: 
M022BACK: 5' TCT CCA ACA AAG GCC TCC CGT CCT CCA TCG AGA AAA 3 1 (SEQ ID 

NO:l6) 

M022: 5' TTT TCT CGA TGG AGG ACG GGA GGC CTT TGT TGG AGA 3* (SEQ ID 
NO:17) 



PAGE 10/26 ' RCVDAT 8/25/2005 6:59:25 PM [Eastern Daylight Time] ' SVR:USPTO-EFXRfI'24" DNIS:273E300 ■ CSID:703 816 4100 * DURATION (mm-ss):05-54 48 ° 



NIXON & VANDERHYE PC 



Fax:703-816-4100 



Aug 25 2005 19:02 



P. 11 



ARMOUR et al. 
Appl. No. 09/674,857 
August 25, 2005 

M07BACK: 5' TCC TCA GCA CCT CCA GTC GCG GGG GGA CCG TCA GTC 3' (SEQ ID 
NO: 18) 

M021: 5' GAC TGA CGG TCC CGC GAC TOO AGO TGC TGA GGA 3' (SEQ ID NO:19) 

32. (Previously Presented) A binding molecule which is a recombinant polypeptide 
comprising: 

(i) a binding domain capable of binding a target molecule, which binding domain is the 
binding site of an antibody, and 

(ii) an effector domain having an amino acid sequence homologous to a constant domain 
of a human immunoglobulin heavy chain; 

wherein the binding molecule is capable of binding the target molecule without triggering 
significant complement dependent lysis, or cell mediated destruction of the target, and the 
effector domain is capable of specifically binding FcyRUb and optionally FcRn, 

and wherein the effector domain cwnprises a chimeric Ch2 domain which is derived from 
two or more human immunoglobulin heavy chain C H 2 domains, which human immunoglobulins 
are selected from IgGl, IgG2 and IgG4, 

and wherein the effector domain has a reduced affinity for FcyRl, FcyRIIa and FctRUI 
and a reduced ability to mediate complement lysis by comparison with said constant domain of a 
human immunoglobulin heavy chain 

and wherein the chimeric C H 2 domain is a human immunoglobuhn heavy chain C H 2 
domain which has the following blocks of amino- acids at the stated positions: 233P, 234V, 
235 A, 236G, 327G, 330S and 33 IS numbered with respect to the EU numbering system of 
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Kabat, and is at least 98% identical to a C H 2 sequence (residues 23 1-340) from human IgGl or 
lgG4 having said modified amino acids. 

33. (Currently Amended) The binding molecule as claimed in claim 32 wherein the 
chimeric C H 2 domain ee^ consists of Gl Aac (SEQ ID NO:3) or G4Ac (SEQ JD NO: 12) as 
shown in Figure 17. 

Claims 34-36 (Cancelled). 

37. (PteviouslyPresented) The binding molecule as claimed in claim 32 wherein the 
binding domain derives from a different source to the effector domain. 

38. (PreviouslyPresented) The binding molecule as claimedin claim 32 wherein the 
binding domain is capable of binding any of: the RhD antigen of red blood cells; an HPA 
alloantigen of platelets; a neutrophil antigen; a T-cell receptor, integrin; GBM collagen; DerPl; 
HPA-la; VAP-1; laminin; lutheran; platelet glycoprotein VI; platelet glyprotein la/Ha. 

39. (Previously Presented) The binding molecule as claimed in claim 38 wherein the 
binding domain is selected from anti-CD52 antigen found on human lymphocytes; anti-RhD; 
anti-HPA-la; anti-VAP-1; murine anti-a3 (TV) NCI; anti-CD3; anti-Der p I; anti-laminin; anti- 
lutheran. 



PAGE 12/26 ■ RCVD AT 8/2512005 6:59:25 PNI [Eastern Daylight Time] » SVR:USPTO-EFXRF-6Q4 « DN1S:2738300 » CSID:703 816 4100 1 DURATION (mm-ssJM 480 



Aug 25 2005 19:02 



NIXON & VANDERHYE PC Fax:703-816-4100 

ARMOUR et aj. 
Appl. No. 09/674,857 
August 25, 2005 



40. (Currently Amended) A pharmaceutical preparation comprising a binding 
molecule as claimed in claim 32 plus apharraaceutically acceptable carrier. 
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41. (Previously Presented) A binding molecule which is a recombinant polypeptide 
comprising: 

(i) a binding domain capable of binding a target molecule, which binding domain is the 
binding site of an antibody, and 

(ii) an effector domain having an amino acid sequence homologous to a constant domain 

of a human immunoglobulin heavy chain; 

wherein the binding molecule is capable of binding the target molecule without triggering 
significant complement dependent lysis, or cell mediated destruction of the target, and the 
effector domain is capable of specifically binding FcyRlIb and optionally FcRn, 

and wherein the effector domain comprises a chimeric Cg2 domain which is derived from 
two or more human immunoglobulin heavy chain C H 2 domains, which human immunoglobulins 
are selected from IgGl, IgG2 and IgG4, 

and wherein the effector domain has a reduced affinity for FcyRI, FcyRHa and FcyRJJI 
and a reduced ability to mediate complement lysis by comparison with said constant domain of a 
human immunoglobulin heavy chain 

and wherein the chimeric C H 2 domain is a human immunoglobulin heavy chain C H 2 
domain which has the following blocks of amino acids at the stated positions: 233P, 234V, 235A 
and no residue at 236, 327G, 330S and 33 IS, numbered with respect to the EU system of Kabat, 
and is at least 98% identical to a C„2 sequence (residues 231-340) from human IgGl or IgG2 
having said modified amino acids. 
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42. (Currently Amended) The binding molecule as claimed in claim 41 wherein the 
chimeric C H 2 domain ©empafies consists of Gl Aab (SEQ ID NO: 1) or G2Aa (SEQ ID NO:2) as 
shown in Figure 17. 

Claims 43-45 (Cancelled). 

46. (Previously Presented) The binding molecule as claimed in claim 41 wherein the 
binding domain derives from a different source to the effector domain. 

47 . (Previously Presented) The binding molecule as claimed in claim 41 wherein the 
binding domain is capable of binding any of: the RhD antigen of red blood cells; an HPA 
alloantigen of platelets; a neutrophil antigen; a T-cell receptor; integrin; GBM collagen; Der PI; 
HPA-la; VAP-1; laminin; lutheran; platelet glycoprotein VI; platelet glyprotein la/Ha. 

48 . (Previously Presented) The binding molecule as claimed in claim 47 wherein the 
binding domain is selected from that of anti-CD52 antigen found on human lymphocytes; anti- 
RhD; anti-HPA-la; anti-VAP-1; murine anti-a3 (IV) NCI; anti-CD3; anti-Der p I; anu-lamimn; 
anti-lutheran. 

49. (Currently Amended) A pharmaceutical preparation comprising a binding 
molecule as claimed in claim 41 plus a pharmaceutical^ acceptable carrier. 
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50. (Previously Presented) An isolated nucleic acid comprising a nucleotide 
sequence encoding the effector domain of the binding molecule as claimed in claim 41. wherein 
said nucleic acid is DNA. 

51. (Previously Presented) An isolated nucleic acid comprising a nucleotide 
sequence encoding the binding molecule as claimed in claim 41, wherein said nucleic acid is 
DNA. 

52. (Previously Presented) The nucleic acid as claimed in claim 50 which is a 
replicable vector. 

53. (Previously Presented) The nucleic acid as claimed in claim 52 wherein the 
nucleotide sequence is operably linked to a promoter. 

54. (Previously Presented) A host cell comprising or transformed with the vector of 
claim 53. 

55. (Previously Presented) A process for producing a binding molecule which is a 
recombinant polypeptide comprising: 

(i) a binding domain capable of binding a target molecule, which binding domain is the binding 
site of an antibody, and 

(ii) an effector domain having an amino acid sequence homologous to a constant domain of a 
human immunoglobulin heavy chain; 
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wherein the binding molecule is capable of binding the target molecule without triggering 
significant complement dependent lysis, or cell mediated destruction of the target, and the 
effector domain is capable of specifically binding FcyRUb and optionally FcRn, 

and wherein the effector domain comprises a chimeric C H 2 domain which is derived from 
two or more human immunoglobulin heavy chain C H 2 domains, which human immunoglobulins 
are selected from IgGl , IgG2 and IgG4, 

and wherein the effector domain has a reduced affinity for FcyRI, FcyRUa and FcyRIQ 
and a reduced ability to mediate complement lysis by comparison with said 
constant domain of a human immunoglobulin heavy chain; 

the process comprising the step of modifying a nucleotide sequence encoding a first 
human immunoglobulin heavy chain C H 2 domain such that 2, 3 or 4 amino acids in at least 1 
region of the C H 2 domain correspond to the amino acids from a second human immunoglobulin 
heavy chain C H 2 domain, 

wherein said modification introduces the following blocks of amino acids at the stated 
positions; 233P, 234V, 235A, 236G, 327G, 330S and 33 IS numbered with respect to the EU 

numbering system of Kabat 

and wherein in said chimeric C H 2 domain is at least 98% identical to a C a 2 sequence 
(residues 231-340) from human IgGl or IgG4 having said modified amino acids. 

56. (Previously Presented) The process as claimed in claim 55 wherein 2 amino 
acids in 1 region of the C H 2 domain are modified to the corresponding amino acids from the 
second human immunoglobulin heavy chain C H 2 domain- 
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57. (Currently Amended) A Fry» h ™* " f Hiding n target molecule, which target 
molecule is capable of be in g hound bv said binding molecule of claim 41. said method 
comprising contacting said target molecule with a said binding molecule of claim 41 under 
conditions that allowing allow binding. 

58. (Currenfly Amended) The method of claim 57 wherein the effector domain of 
said binding molecule of claim 41 specifically binds target molecul e » FcyRUb, which binding 
causes inhibition of one or more of: B cell activation; mast cell degranulaiion; and phagocytosis. 

59. (Currently Amended) The method of claim 58 57 to prevent, inhibit, or 
otherwise interfere with the binding of a second binding molecule to the target molecule. 

60. (Previously Presented) The method of claim 59 wherein the second binding 
molecule is an antibody. 

61 . (Currently Amended) The method of claim S£ 57 wherein the target molecule is 
selected from: the RhD antigen of red blood cells; an HPA aUoantigen of platelets; a neutrophil 
antigen; a T-cell receptor; integrin; GBM collagen; Der PI; BPA-la; VAP-1; laminin; lutheran; 
platelet glycoprotein VI; platelet glycoprotein la/Ha. 

62. (Currently Amended) The method of claim 58 57 for the treatment of a patient 
j) for a disorder selected from the group consisting of : Graft vq host diaeaso; hoot 

vs graft dio u mc, ui^i m uansplnnT TP j prti on; bono marrow transplant iq j oetion; autoimmunity 
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LutUao vxcul i ti - , nn rniTT iTn"^ mnmnin. autoimmune thrombocytopenia and 
.uUu iUn; a n oi mmn ni Ty — h - f fnnHifannmtnl nonimmune th r ombooytoponia; asthma and 
ull tij-y , chronic o. nnn f r in fhmr — y ^ «" Clu ' ohu'j: DDN; nri odpaoturos, oicld n 

coll anaoniia* ooronary ortory ocoluoion . 

ii > nraft-vs-hoat disease, host-vs-oraft disea se, organ transplant rejection, bgne- 
marmw transplant rejection, autoimmune v *«™lirifi. arthritis and asthma, wherein the target 
molecule is a T-cell receptor: 

» 1 fnr a disorder fleeted from th f - r m V consisting of autoimmune hrenolytic 
anaemia and autn.mm^e tntomb^Ytn r*™*. wherein the target molecule is selected from the 
prou p consisting nf red Mood cell Khesus antigens D.CcB and e, the Kell (Kl) antigen and 
platelet glycoprotein GPn h/nTa and GPIb/IX/V; 

for foetal/neon^al alloimmune thmmhoevtonenia. wherein the target molecule is 

human platelet anti gen fHPA V I » or platelet glycoprotein ma; 

^ y dH«t mite allergy , wherein the tarret molecule is I>r PI protein of the honse 
dust mite Dermatnphagoid^ preronvBsinus: 

for Chroh "'*, wherein th e target molecule is VAP-1; 

^ w hhn whe^in n r *~ r* ™ 1ftcu1e " ***** from prni,1> consistm * of re< * 

ki™h ~u Rhesus ™tfp~" n-r-cE and r <tnr1 the K*U (Kl) antigen; 

^ r^d rac mre S . wb~-^ **** mdhnile is non-collagen om f^Cl) domain 

»f r,3<W) collagen: 

^ .i-vi* anaetr^, the target molecule is selected from the group 

-™«ctit, r of- thrombosno H ™ laminin and lutheran; or 
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i tf for coronary artery occlusion , wherein the target molecule is selected from the 
grou p consisting of inteerin g?& } (platelet glycoprotein la/H a) and non-integrin platelet 
^ lycopTOtein VI . 

63. (Previously Presented) The method of claim 57 wherein the binding molecule is 
administered to a patient, or optionally in cases where the patient is an unborn infant, to the 
mother of the patient. 

64. (Previously Presented) The binding molecule as claimed in claim 39 wherein the 
anti-CD52 binding domain is CAMPATH-1; the anti-RhD is FOG1; the anti-Der p 1 is 2C7; the 
anti-CD3 is YTH12.5. 

65. (Previously Presented) The binding molecule as claimed in claim 48 wherein the 
anti-CD52 binding domain is CAMPATH-1; the anti-RhD is FOG1; the anti-Der p I is 2C7; the 
anti-CD3 is YTH12.5. 

66. (Previously Presented) A process for producing a binding molecule which is a 

recombinant polypeptide comprising: 

(i) a binding domain capable of binding a target molecule, which binding domain is the 

binding site of an antibody, and 

(ii) an effector domain having an amino acid sequence homologous to a constant domain 

of a human irnmunoglobulin heavy chain; 
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wherein the binding molecule is capable of binding the target molecule without triggering 
significant complement dependent lysis, or cell mediated destruction of the target, and the 
effector domain is capable of specifically binding FcyRIIb and optionally FcRn, 

and wherein the effector domain comprises a chimeric C H 2 domain which is derived from 
two or more human immunoglobulin heavy chain C„2 domains, which human immunoglobulins 
are selected from IgGl, IgG2 and IgG4, 

and wherein the effector domain has a reduced affinity for FcyRI, FqfRIIa and FcyRin 
and a reduced ability to mediate complement lysis by comparison with said constant domain of a 
human immunoglobulin heavy chain; 

the process comprising the step of modifying a nucleotide sequence encoding a first 
human immunoglobulin heavy chain C„2 domain such that 2, 3 or 4 amino acids in at least 1 
region of the C H 2 domain correspond to the amino acids from a second human immunoglobulin 

heavy chain Ch2 domain, 

wherein said modification introduces the foUowing blocks of amino acids at the stated 
positions: 233P, 234V, 235A and no residue at 236. 327G, 330S and 331S numbered with 
respect to the EU numbering system of Kabat 

and wherein said chimeric C H 2 domain is at least 98% identical to a C H 2 sequence 
(residues 23 1-340) from human IgGl or IgG2 having said modified amino acids, 

67. (Previously Presented) The process as claimed in claim 66 wherein 2 amino 
acids in 1 region of the C H 2 domain are modified to the corresponding amino acids from the 
second human immunoglobulin heavy chain C H 2 domain. 
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